Abnormal activation of cytokine gene expression by intracisternal type A particle transposition: effects of mutations that result in autocrine growth stimulation and malignant transformation.
This review will focus on understanding the mechanisms resulting in the deregulated expression of cytokine genes that can lead to autocrine transformation. The murine genome contains over 2000 copies of intracisternal type A particles (IAPs), which under certain circumstances can transpose to different positions in the genome. When these transpositions affect the expression of a gene that can either positively or negatively regulate cell growth, a malignant or transformed cell may arise that has different growth characteristics than the parental cells. If this mutation confers a growth advantage to the cell, a tumor may develop. IAP transpositions have been frequently observed in hematopoietic cells, and they often affect cytokine gene expression. Genetic elements that possess similar transposable characteristics are also contained in the human genome. This review will discuss how IAP transpositions can result in the autocrine transformation of hematopoietic cells.